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background: Hypertension (HTN) is an important risk factor for atrial fibrillation (AF), stroke in AF, and bleeding. We aimed to assess the effect of 
blood pressure (BP) control as well as the treatment effect of apixaban and warfarin according to BP on outcomes.
methods: The study population included 18,201 patients enrolled in the ARISTOTLE trial. BP was evaluated as: 1) history of treated HTN; 2) poorly 
controlled HTN (systolic BP >140 mm Hg and/or diastolic BP >90 mm Hg) at study entry; and 3) poorly controlled HTN during the trial analyzed as a 
time-dependent covariate. The primary efficacy and safety outcomes were stroke or systemic embolism (SE) and major bleeding. Hazard ratios were 
derived from Cox proportional hazards models.
results: A total of 15,916 (87.5%) patients had a history of HTN requiring treatment. This group had higher CHA2DS2VASc scores compared with 
those without a history of HTN; however, there was no difference in HAS-BLED scores. The risk of stroke or SE tended to be higher with history of 
treated HTN (HR 1.09, 95% CI 0.83-1.45) or with poorly controlled HTN at baseline (HR 1.18, 95% CI 0.99-1.42) as did rates of hemorrhagic stroke 
(HR 1.26, 95% CI 0.69-2.29; HR 1.18, 95% CI 0.82-1.70). Rates of major bleeding were lower in both groups, respectively (HR 0.80, 95% CI 0.66-
0.98; HR 0.89, 95% CI 0.77-1.03). During the trial, 50% of patients had poorly controlled HTN at some point. After adjustment, poorly controlled 
HTN during the course of the trial was significantly associated with increased risk of stroke or SE (HR 1.53, 95% CI 1.25-1.86). The benefit of 
apixaban versus warfarin on preventing stroke or SE was consistent among patients with and without history of HTN (p interaction=0.27), BP control 
at baseline (p interaction=0.43), and BP control during the trial (p interaction=0.97).
conclusions: Poor BP control is independently associated with a substantially higher risk of stroke or SE. The benefits of apixaban when compared 
with warfarin in reducing stroke were consistent, regardless of BP control. These results strongly support efforts to control BP as an important 
strategy to lower risk of stroke in patients with AF.
